(43) SBi^ggB 
2004 ^10 ^21 B (21.10.2004) 




PCX 



(10) 

WO 2004/089410 Al 



(51) @B5^f^«-S': A61K 45/00, 31/4178, 31/496, 

31/4025, 31/4523, 31/4164, 31/135, A61P 25/04 



(21) SfStbGiS-^: 

(22) BflSUGiB: 

(25) SiemB9(0S@: 

(26) SRi^i3(0mp: 

(30) filftilt^— 

4$nB2003-099785 



PCT/JP2004/004758 
2004 ^4 1 H (01.04.2004) 

2003 ^4 ^ 3 B (03.04.2003) JP 



(71) 6BliiA^*@$l»<±Ta)JiSglCC(L^T;:taiQH» 
X3I^^#4± (KYOWA HAKKO KOGYO CO., LTD.) 
[JP/JP]; T 1008185 SmaiT-ftfflK*:#Br-Ta 6S 
1 #Tokyo(JP). 

(72) fcj:t; 

(75) fEiB#/^lGiX(*alCOL^T<D^;: &:&S&fiB(SHI- 
RAKURA, Shiro). AM (KUNORI, Shunji). ^ # 
@8 (rSXnai, Katsuyoshi). )i UU ^± (KATAYAMA, 
Keishi). ±tt R— BE (TOKl, Shinichiro). ilSH T (HI- 
ROSE, Ryo). 



(81) li*B(S*(D^l^Ky, ±x<Da3i<osrt«aA< 

pifiD: AE, AG, AL, AM, AT, AU, AZ, BA, BB. BG, BR, 
BW, BY, BZ, CA, CH, CN, CO. CR, CU, CZ, DE, DK, DM, 
DZ, EC, EE, EG, ES, FI, GB, GD, GE, GH, GM, HR, HU, 
ID, IL, IN, IS, JP, KE, KG, KP, KR, KZ, LC, LK, LR, LS, 
LT, LU. LV. MA. MD. MG. MK, MN, MW, MX. MZ, NA. 
NI, NO, NZ, OM, PG, PH. PL, PT, RO, RU, SC. SD, SE, 
SG, SK. SL, SY, TJ, TM TN, TR, IT, TZ, UA, UG, US, 
UZ, VC, VN, YU, ZA, ZM, ZW. 

(84) j&^SfS^oJSL^fgy. ±Ta>a5a(Di£««a3b< 

plti;: ARIPO (BW, GH, GM, KE, LS, MW. MZ, SD, SL, 
SZ. TZ, UG. ZM. ZW). 3.— 7 T (AM, AZ, BY, KG, 
KZ, MD, RU, TJ, TM), 3 — P / < (AT. BE, BG, CH, CY, 
CZ. DE. DK. EE. ES, FX. FR. GB. GR. HU, IE, IT, LU. MC. 
NL. PL, PT. RO, SE, SI, SK, TR), OAPI (BF, BJ. CF, CO, 
CI, CM, GA, GN, GQ, GW, ML. MR, NE, SN. TD, TG). 



(54) TWe: PREVENTIVE AND/OR REMEDY FOR NEUROPATHIC PAIN 
(54) fgffia}«i»:: 44)|SB1£^^a)7^Rt^&t//$fcl^j^«i» 



W-N 



(57) Abstract: It is intended to provide a preventive and/or a remedy for neuropathic pain whidi contains 
^11^ as the active ingredient a compound having antagonism to histamine H3 receptor such as a compound rep- 



^ resented by the following general formula (H) or a pharmacologically acceptable salt thereof: (II) wherein 

^ W represents a group capable of imparting an antagonistic activity and/or an agonistic activi^ to histamine 

H3 receptor when attached to the 4- or 5-position of an imidazole ring; and Vt} and R* are tiie same or dififerent and eadi represents 
^= optionally substituted lower aUg^l, etc. 

= (57) S|(|: 
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m ^ m 

m m 

n/uM. ny.=Txi^ YWM'^mmmm\z^-hmmm^mip'm.m^nx\^^t^:. =x 
t:^iS^^>^##fc:ii. HI. H2. H3. m^^is^(D 4:mm(DV-y^-c rifi^ 

:&T?>:itti^^^nx\^^^o liX^ ^>E3^^m±s 1983 Ar rang ^IzX^X 
[^W^i'— (Nature)s 1983 302 832-837 H]s 1999^{c:i7D — 
r^yi^ifi^^fifc C^P^o.^ — 7 5^— vriDJ^— (Molecular Pharmacology). 
1999^. 55 1101-1107 M]o :^ ^5^ ^ > H3 ^:l#^s mmim^M. 

fiX\^^ (EP09832300)o *fefc;^t$' ^ V H3 g^#:M*n;^il^i4®^^i4CD03^Jl 

3ni?~ (British Journal of Pharmacology). 1994^. Ulll^. p. 1269-1279 ; 
y 7— D V— • -'^-r ^-Jr ^:3;hU— -TVP - tr^-f IfT— (Pharmacology, 
Biochemistry and Behavior). 2002^. ^72#. p. 751-760 #M]n tX^^>H3 
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^ m <D m m 
imm^s OTcp (1) - (24) tJiiit- 

(2) tX^^>H3^^^iStn;#^>feWrs<b'^As^ (I) 




;i/:ap;i/*:fei*®ife*> o < ^if^mm.(jm^T)v^)\^^^-ris^^ ^fej* Ei:st;f R^*sg$ 

(3) R' IBlU JS? <D-:^ifijkmm^x:& b s ^ -:5r Assjfe*, b < «*#Slfe©^a:r 

(2) BB«®#^^^4^«CD^I55:St;^/^;^i«?&^^Jo 

(4) t:X:i7^>H3^^#:3gtn;f^ffi^:t-r^^b-^i^A5^5}-^^^ HT-$>StulB (1) 

(5) t^i5'^>H3^^#:tgtn;f^^^:ifr^^b^i^ds^ (II) 

W-N (») 
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(8) -NR3R*75)S^ (III) 

— n^n-rs (IH) 

= (9)W*s^(IV) 




nnil-T^^ISJc^^t- ) •e^^tLS^"t?feSBuf3 (5) (8) CDV^•r^^if^^lc:fB« 
(10) W tfi^ (V) 
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(^ttJ. R«'^ABufBE«i:l^«-e$)b^ nlaJiBulBnl h^^T*fe:&) T-a^ttS^t! 

(11) ni AS 1 ^fcii2T*$>SBufa (10) tm(D^mm^mm(D'^mjSi.zj^/^tc\,±^ 

(12) t:^^^>H3^^<$:!gifi;{tffl5&5&^S^-^*s^ (VI) 

,^15 (VI) 

-;k ggi<feb<{±^WIfe®7'^;v:^;i/^fe?i^ (Vil) 

(VII, 

(14) t;:^iS^^>H3g^f*:lSJn;ffffl^^rs<b-^*s^ (viii) 
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tu-;k sm*> b < {i#gii®^^^^ -NR'^R^ (^*^ R2^WR=^J±I^-* 

-so2-NR=^R^^ i^^. R^^;st5 R=^' (^^ti^ttiuia R^^t^ R'^ t mmr'$>^ \ -m'^ 
-s(o)2-s -c(o)-. -c(=woR2«)- JL^ \±^mm^t,rc\±m^'r))y^jv^m.-r) 

calf's iH±'m.^T)]/^u>s Tvuy^ mm^^mM&^^BM(D:^mm^^ 1 

R'^itmm^^'hmmX'^)^! ^SU R"s R^ R":&t>*R^®ot>di>:S:< ^i*)— oj* 
-M^ (^t*!. L^StJf R=»a:^n^n@ufBilIqia-e&S) ^fet*-L3-L*-R«» (^tl^s 
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(15) \iy(.^^>Ei^mm§ijiifm^mT^<\:j^i^^ (Villa) 



xm.^fi^ih^m (ABT-239) T'^^ayiB (1) fa®®#^®*4j^0(Z)^B?J:SZ>VS 
(16) t;^iS'^>H3^^f*:JgiJif^ffi§Wt-'5^^;&sSC (IX) 



Q^'fi^^s -C(0)-. -C(S)-. -CH2-S -S02-Sfe{i-C(=NR^^)- (5^4^. R"{i7X^il^s 

R«=^ JiTK^il?^ m.mT)]y^}\^s <£ar;i/3:3ri/, gjfe 




CN 




YJi^ (X) 




n3a 
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1tm^*;i/'t^-JK 1t^a^T;i/:it3>'-r;w ^^^::^;i/>^~;k «lfe*> b < 

< \tfm^(o^^m^mm&^BmT^if^. r^ * b < i± b?^rv^ r*^ b 

^tl^^ ^ (XI) 



it (XII) 



i^^s n3c. Q=";Rt;fR*'»ji^n^nB&fan3ax Q*';Rtj«R»»hii^Tfe§) -^m^ti 

^mi^tc^t^ (XIII) 



(^*sQ^^^tJ^R^ti^n^tit?rf3Q*';Rt5R^'^i:l^at!fe^)"^^$ns^^^U 





(a), 
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Q^ti^^Jl^s -S(0)-. -S(0)2-*fet*-C=C-:&^bx 

em*) b < {i#gmcDT u -;w am*) b < f*#am©^#;^^m^ 
-CHR*^-OR«* R«*{±2kmM^> l£i^r;i/^;i/s m^y^Ji'^JK mkTjv 

-C(R«^)=N-OR^i'' (^cfx R*»':SZi«R*i''ii^n^tiauHaR**;St>*R*'*i:|qiaT*afe'5) ^ 

^bx 

R''i:StJf R^iilnl— SfettM^^TTk^M^. /ND^>. T^^^/'s -hPs T-^Ks 
(17) t;^i57^>H3^^#:^Jn;f^ffi^^1-^'fl:^'-^;&5^ (IXa) 



tim.^mit'^'m (A-304121) iz-^^wM (1) f3m®#^@14^5*®^RS^t>*/ 
(18) fcy^^^>H3^^#:^g^n;f^ffi*Jg•rS^fci'^^*s^ (IXb) 
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O 



O CH3 N 




T-^^n?><b^ (A-317920) T-fe?»BufB (1) fBm®»J^H(4^CD^B6:Rt|f/ 



(19) \iy(.^^:ym^^m^tmm^mr^<\:i'^if^ (xiv) 
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(20) ^ > H3 ^^imW'^m^mr^it^i^^ (XlVa) 



•^m-^fi^it^m (jNj-5207852) T-fesMfB (1) mm(Dnm.mB0m<D'^mRz}^ 

(21) t::^iS^ ^ > H3 ^ni;^mm'^m^mT^<h^m(Dm^A^m-^'r^jm^^ 

(22) t>^i$'^>H3^^#:JtJjif^^:^Wr^<b^*«H?i3 (2) - (20) (Dh^Ttl 

(23) »I^Hi4]^O^B5:St;f/^feii^&3^^J®^?t®;fe^<?>. t;^iS7 ^ > H3 ^ 

(24) b:^i5'^>H3^^#:^Jri:#ffi^Wt-^^b^t?>bSBal3 (2) - (20) ®V>-rtb 
d»K:ia«®Yfci'a^T-a&'5lufB (23) tamcQfcJ^iJ^^ > H3 g^#*gJn;Ytffl^*-r^ 

ur. ^ (i)s (IDs (vi)s (viii)s (IX) Rxj^ (XIV) -c^^n^>fc-^$> ^ 

Mtiih-^ Ll\ (IDs (VDs (VIII). (IX) W (XIV) ^v^ao #<D^#-^© 
^ (I) (XIV) ©#*CD^^l:i*5V^T. JL^TcDfi?!|^75>s^tf e>*v^o 

bT{*s '^J;tJ^itm*feti^ii^>t^®J^^^ 1~10 c?)t;v^;v^^ 
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{j:(±^i7n:rDif;K ^^7d::/^;k s^^P^>f^;w s^^o'n^^-^k ^^p^ 
;i/s ;k 3->^^:^;k 2-^>5^^;k 4-^>7^— ;k 2-^^-b:=;K 5-^ 
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^mMTj]^^)w m.mmT)]y^-jK mMm.T)v^=:.)w mm-^)^^>^)w m. 

$>.;k tfUK-;K i^^i^^;K i^iMi^-;K u i5^5^::::;K ^7 ';;k -fv^ 
u ;k ^ ^ -;k ^ y ~;k ^ y u -;w i^-;i/s > y 

'J-;k t:n'j;Vx t:^^/u;K -f^iJ^^/';;K huryu^w 7^h^\;'j;K 5=- 
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ji^fo 1 M©k^M^*^tf 3-9 m<o^m^umm& m^m^i^MMm±. 

e>tis :R#:e«jfc:i±7'5^y i?-;K i^du^;^-;k tr^us^^s tr^^i^-;K 
:^^u>'s ^:r^;i/^u^s 3^^^tr^-5s^— ;k T^h^tKnt^y 

mmmmTj)/^)K mm'i&mTJu^u>. mwm.^T)v^jw mmm^-rjv^u 
mm.'^mw^m^ u^m^m^^ n^^-r^^^ji^h 

^J^fd!Smm 1~8 ©s >'NO>!7'>s T^^s -hD. bKn:ae 

^;^*rh^ e/^T^s *;v7}?d^i/, 'I£^t;v#;w 5®j|^r;v:3p;K ru— ;k 
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-fb^ (I)> (IDs (VI). (VIIIX (IX) ISLXf (XIV) 

(i)s (IDs (VDs (viiDs (IX) iStX^ (XIV) o^S^fi^jfcl^^^n^m 

f>f*pJi[^bT«s mmm,. mmm.s mmm. u^mi^^o^^^s i^m^s -^i^ 
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H3 t^mm^^-r^it^i^^ t:;^^ 5. > h3 ^^m^tfmm^^-r^^^-c^ 

mx\m!!mmmnm. ^mk. m^^mm. ^m^^mm. m^^^<^ 
w^m. nfmmm. mmmm. hxi^^s ^m^mms ^;ni:^^cD^i^t4^ 

^::r^^^K (ThioperamideX 5>r^>;::^h (Cipralist). GT-2227. GT-2394s 
A-331440s A-317920s A-304121^ A-320436s ABT-239> ABT-834s UCL-1972. UCL-1409> 
FDB-181^ F^IB-470^ Sch-50971^ ^>^>^^> ( ImpentamineX S^ytt^i/yr 
> (Ciproxifaii)s i^D^VT'D tr^y h (ClobenpropitX JNJ-5207852x VUF-5228 

B^mm^ttms 1999 ¥s miums m2^. p.89-io6 

:!tyt—:^=- 'T>}^ ' piy^-i ^ ;^ h U — • X^d^—X (Bioorganic 

and Medicinal Chemistry Letters). 2000 H 10 #s p. 2379-2382 ; 2002 
- m\2.m. p. 3309-3312 

Y^v^X '-ty ' 7 ^-V— (Drugs of the Future). 1996 ^ 21 
p. 507-520 

EP0978512s EP0982300s US6008240x US6211199s US6297259s US6316475s US63E9392. 
US2001/0049367s 082002/0035103. US2002/0111340. US2003/134835. W092/15567s 
W093/12093s W093/14070. W094/17058. W095/14007. W096/29315. W096/38141. 
W096/38142. W097/29092> W099/24405s W099/31089. W000/06254s WOOO/06552. 
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WOOO/42023. W000/63208s W000/64884s W001/66534s W001/6865U W00i/68652s 
\?001/73023s W001/74773s WOOl/74810. WOOl/74813. W001/74814s W001/74815s 
W002/06223s W002/12190^ W002/12214^ W002/12224> W002/13821> W002/15905. 
W002/24657^ W002/24658^ W002/24659^ W002/24695^ W002/32893. W002/40461. 
W002/44141. W002/05687K W002/074753. W002/076925. W002/079168s W003/040106^ 
W003/050099. W003/059341s W003/059342. W003/064411. W003/066604. W003/104235 

(Pain). 1996 ^68#s p.293-2993 <&ffiV^feo «t:}3E^jmK::^3V>Ts 

m^mm^^y Mc:fev>Ts mm^mmmim^mT:itii^m^^nx\,^^ 

(PainX 1999 B80#s p.391-398 ; iTUT^.-f >y^>^ ' i^^—^Jl^ • • 7 
T— -x'nDi^— (British Journal of Pharmacology). 2000 131 282-286 

b\ -fb-^As A-304121s A-317920. ABT-239. JNJ-5027852 Zfell^* 
^n^>rpi^y h^fflv-^feo -fb-^t? A \± EP0982300 l^riB^cD'fb'^'^ 43 
[N-{3-(4-cyanophenoxy)propyl}diethylamine hydrogen oxalate] X^^o 

umm 1 : mMmmn^m^ y b idisits^i^cD^^s^i^jiiffiiw^M (i) 

mm^s T. Mosconi. L. Kruger ^C^l5^ C^'f > (Pain). 1996 ^. 0 64#. 
p.37-57] ^QJt^Ufc G. M. Pitcher ^(D:&m [^'f > (Pain). 1999^. II83#. 
p. 37-46] l3^Ct:fTo;to 

SH^SD^^^;/ h (Sprague-Dawley rat) h^'Vl/br^J?— ;i/^^T-e. 

^^nm^x^^m^^mmxmwLhs mism^^^-^ 2 mmcDPE-eo ^^t^u j^^i^ 
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>^i— :7:jf7:7 : Intramedic. i^-f X : PE-60s Becton Dickinson ^^i^) 

^^iibfco ^:fe^l«^fFffilcli> von Frey filament [^S^ : touch test sensory 
evalnato^^ M# : model 58011. ^BTTJ^ im) m fcTSH^bfe SO^H^tiJ^ 4 g 

CD von Frey filament ^ffiVAfco J^B^^SttW. J. Dixon CD up down^ [T— j-T 
l^lf:!— • • 7t— *^3Ds;— • • h^S/nni^— (Annual Review 

of Pharmacology and Toxicology 1980^. 1120^. p.441-462] tCT^tBUfco 
V^:^'^>Uxm(D^—:^ (il@750x^^f # 210X1^^ 170 mm) izXti. 'Pti. 

< i:*) 20 ^^nm.^'m^ b7fe^ti«:Egi«^^Bij^bfco iEs^ v<Dm%mm.\± 

lOgHumT-febs Jgi^^SWJ^aii^.y hCD^^&{|ijcDMt?tt0:^^fii®i£Tds^i&e> 

^ix mz. mz. msisLwrneiz^ mmm^mmm^^yhcomMmmcom 

T (TD5^-T) fc^rS^^^'^^^ ih^^k-. A-304121s A-317920x ABT-239 
:Stf JNJ-5207852CDi^^^^-ro ^^^^^ h\ Ytl^As A-304121s A-317920. 
ABT-239 ^tJ^JNJ-5207852 ii. y h 

McDi£T<^afe#bfeo 

wmm 1 ^is#0;?^t:TJg^«Bt4#j^a^-7 y h^f^^b. 14-21 ag 

^^^J^^4TD7=-rcDalJ^{±sChoi e>CD;5^C^-f XPain). 1994^.^59^. 
p.369-376)lC^^eoTfTofco TSP^^Mp^ 
h bfcT^^' U;i'M-?r— (I® 900x^^T^ 210xiaj^ 140 mm) icXtis di>*K< i:* 

>^mm\.. 4^^1Ji;±^ayKS]i&^^^bfc<i^^!^^i:B'5iU mt)^fe#b:fea ^ 
43fe#ll^#t*^i^0!l 1 i:|5l^fc> ^Ilfli'^*^^7jcti^^$-&T. 2 mL/kg®^ 
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||@tt±N. A. Calcutt ^(D:&m v^y:^ • • is:-^ • vt—-^ 

zixi^J— (British Journal of Pharmacology^ 1997 IS 122 p. 1478-1482] 

^^©JflUSi^Sds 250 mg/dl J.>l±T*s lulB© von Frey filament tTzll^Ufc 50%^ 
jiS^fii}bs4gJiAT<oa&i^fc:ov>TCD5f^^lli^fc:#tbfco iliSBil^iii^ y h^;^5^>^ 
;:^M®-ir~t; (ifi 750x||fT^ 210x]if^ 170imn) tcAtt^ /i>«c < ^ 4 20 i^-^S^i^ 

fSTl^^t-^^;^^^ ^ -fh^tJ A:St;^A-304121 ©^^^^"To 5^:^^^ ^ h\ 

A ms^ A-304121 {is ;^ h 1^ 7 > h ^m^i^wm^i^M^ y h -C^ai) ^ 
M^^j 1 }inm.o:>-^mixwm&^mmfm'7v h^Ytmu 14-21 as 

I?:i7-aL— UJibTJis :M^21mms ^MO.8 iBm:Rt|fp«3#0.5 mfflCDX5^>l/;:^:^ 
5^-;i'^^^l>s -r >:^— l/i:b-ri*;^#0.4 mm;5^t>*f^#0.3 mmCDX^ 
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^ P • >7a.— VjJ^^T" (^a^ : CMA/100. CMA/Microdialysis :5i^) ^ 

10 >aLCD^gl3TlSMF^^-#bfeo 

0 11.^ 12 Rum 13 fc?g?«Bi4»i^ii^^ \y hcD0^BI^(Di£Tfci*r-rs^5' 
^rPl^yh, 'fb-&i^ASt)«A-304121 ©f^M^^f o i^P'Orntr^y -fb^ 

A) :RtJ« A-304121 ^SEj*^)^®^^ y hT?^«)^tt^J«^g|fiiCD^£T^gJC# 

ttZo 

^b;^o^@l'fb'^#jii^S:&i^Jct:^PbTslO /zL ®^«fc:TflK^f*it^-#^bfeo 

m%mm.^m^\^tz^i^^ mm i^m-Mm:^) ^tz\±\iyi.^ ^> e3 ^^ii^wmm 

TfeS(R)-a-^^;pfc;:^^^> ^a^— (Nature)s 1987 327^ p.ll7 

-123] «^#b^ ^<D iBw^}^mm iSEM-^m^) ^ftitk-zomi *^#bfeo 

m 14 liil^'immmm^ y h®j*^g|^S<2)<£Tt:^t- ^ A-304121 i:(R)-a-^ 
^;H::^j5' ^. VOf^M^^-To A-304121 mm\^nmi^m^ y h-e^Si)^ttS0 
^g|^iicD^T*QJC#bfeo -T^s bX^S7$>H3^^<*:f^«I^T'fe;S(R)-a-^5^;i/ 
b^^ ^ ><^tu^gb;fepfc^V^T^ix A-304121 (DWmi^nU-^ntzo 
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^mtk(D{i'm^tc\tmmmi:ix*)m-^^ifi.Mi^mn<Dm^smA—xm d 0.01 mg 

~1 g/kg^ !{ff*U<ii 0.05-50 mg/kg ^— B— I1I^V^ bmUli^^-r^o bd^U 

-♦- : h* 100 mg/kgiS-^S^ ' 

-A- : K 30 ing/kg*S#P 

-•- : K 10 m/UU^U 

-A- : ^ K 3 mg/kg^-^i^ 

-O- : 3> hn— ;i' 
— □- : lE'^W}^ 

* : P<0.05 C3> h P— ;i/f^^i:bcD^;^^^/ h • t":^^ h (Dunnett-test)] 
** : P<0.01 [3 > h n— ;i/^^tbCD^:T. ^/ h • y^:^ V (Dunnett-test)] 

20 
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AcD^m*^.i-®-t-^2>o mm\±mnmm. (g)^ mm^u-^nomm (#fst:^) 

-<!>- : fti-^ A 30 mg/kg 
-A- : A 10 mgAg U^W- 

-©-t'ftl-^A 3iDg/kgiS-¥^ 
-O- : 3> hD— ;i/ 
— □— : iE'^S^ 

* : P<0.05 [3 > b p— ;VS^^J±;cd:^^— ;i/ • h (Steel-test) 
** : P<G.01 [=1 > h n— ;va^MJtCDX5^— ;v • 7^;^ h (Steel-test)] 

m 3 {±x^$n4#3^a«^ 0/ h ©«m^^s©^T(5'D7^-7'){c^-r'5 A-304121 









-♦- : 


A-304121 


100 mg/kg 


-A- : 


A-304121 


30 mg/kg 


-•- : 


: A-304121 


10 mg/kg *g#S^ 


-0- . 


: 3> hD- 




-□- 







.* : P<0.05 [r: > h P— ;i^P^J±;cD;^^— • t^:?^ h (Steel-test)] 

m 'AitsmB^nmmmy^^y homMm^(DiSircrt27^-'r)izM-r^ A-317920 





A-317920 


100 mg/Ui^-¥m 




• A-317920 


30 mg/kg 


-•- : 


: A-317920 


10 jog/lagik-^m 


-0- . 













* : P<0.05 > h P— ;i/|¥^J:b®y^5^— ;i' • y^:^ h (Steel-test)] 
^ 5 J^^44«^aiS^ hCDjS:i:lliit®{aT (rP5=^-T) ic^t-^ ABT-239 

(D^m^^To mmiitmnmm (g)s ^lati^s-^^oi^^ mm ^^t-o 
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-♦- : 


. ABT-239 


10 mg/kg^-^f 


— A — ^ 
Mm, 


> AUi. LiO}} 


0 Dig/ Jig 'Jx^oT- 


-•- ' 


: ABT-239 


1 iDg/kg4S#^ 


-o- 


: 3> ho- 




-□- 







* : P<0.05 [:3 > b n— ;i/^^l:bOX5^— ;V • t^X h (Steel-test)] 

jNj-5207852 ©^^^^^^-o Jig!tt«i5^:^ii#: (g)s mm^^-^^om^ m 

JNJ-5207852 30 mgAg^S^S^■ 
- A - : JNJ-5207852 10 mg/kg ^-¥m 

JNJ-5207852 3 mgAglS^^ 
-O- :n> hD— ;i/ 

-□- : jEmm<^ 

* : P<0.01 [=1 > h n— ;i/|¥^it©;^^— ;i/ • t^;^ h (Steel-test)] 

-♦- : A 30 mg/kg ^#2^ 

-A- : 'fb^^A 10 mg/kg 
-•- : -fb^ A 3 mg/kg 
— O- : 3> hP— ;v 

* : P<0.05 [n > h D— ;H^mbcD::^^— ;v • t^:?^ h (Steel-test)] 

^7^^^ ^ i^o^m^^tm-^^^ommimMmm (g), mmi±^'^<Dmm (# 

& : ^) ^^fo 

: g^::^-^^^ K 100 mg/kg 
-A- : ^7^-^7 ^ K 30 mg/kg ^-^^ 
-O- : h p— ;i/ 

: iE#i&% 
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* : P<0.05 [33 > h D— ;i/S^MjtCD^:^ y h • 5";^ h (Duimett-test)] 
»* : P<0. 01 [13 > b o— ;v¥^^Jt0^5^^ y h •. 7^;^ b (Dunnett-test)] 



— : 


•^^2^ A 30 iiig/kg^#l¥ 


-A- ■: 


.^b-^A 10 mg/kglS#i^ 




i-fb-^A 3 ing/kg^#P 


-o- 


: n> hD— ;i/ 







* : P<0.05 [in > b D— ;ug|^]tCDX^— ;i/ • t^;^ b (Steel-test)] 
** : P<0.01 [13 > b ;i/^^jt<D:^^— ;V • 5^;:^ b (steel-test) 

^ A-304121 o^^^^-To mmitmnmm. ig\ mmiti^-^mcDmm (#<£ : ^) 









-♦- : 


: A-304121 


100 ingAgS#g 




: A-304121 


30 mg/kgtg-^^ 


: 


A-304121 


10 ing/kg^#p 


-O- : 


: ziy bD- 




-□- . 







* : P<0.05 [3 > b ti-~jvmmt(DX9—J]^ • 7^7. b (Steel-test)] 

m 11 ^is ll^lB^4#0»«^ b©«^5lfiic?)fj£T (t-dt^-:?') ic^^f^^^n 
-^>rDt^^y bO^^^^I-o (g)s ^^{i^S^^O^^ (#^SA : 

-♦- : ^D^>rDtry b 100 us^-^m 

-A- : ^D^vrntf^;/ b 30 Ag^-^^ 
-#- : ^D^>rDt:y b 10 ug^-^m 
-O- : r3> b P— ;i/ 
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-A- : 'fb^ A 100 US ^-^m 
-•- : -fb-^A 30 ugn-^m^ ■ 

-O- : =i> hP— ;l/ 

« : P<0.05 [n > h o— ;i/^^l±i®:^^— ;i/ • 7^:^ h (Steel-test)] 

A-304121 ©^m^^-To i^ffl{i0:i:iiffi (g). mmi±u-¥m<Dmm : ^9^) ^ 

-A- : A-304121 100 usiSC-^^ 
-O- : ii> bD— ;v 

* : P<0.05 [r3 > h D— ;v^MltcD::^5^— ;V • 7^:^ b (Steel-test)] 
*»* : P<0.001 [=3 > h D— ;m^lt©;:^^— ;i/ • h (Steel-test)] 

m 14 h(Dm^mm(DWf'^Mt^ A-304121 r-(-)- 

^4 : ^) ^^-To 

-A- :R-(-)-a-p<^;vt;^^^> 10 /zg+A-304121 100 >agfe#P 
-A- :R-(-)-a-p<^;ni;^^^> 10 jus+^M^-^^ 
-•- : ?§I^+A-304121 100 Mg^-¥m 

-O- : ^^+^^^#^ 

* : P<0.05 [^^4-^i^*g#^m®;^^-;V' • y":^ h (Steel-test)] 

hn^mnhT^o ctifcixT^ru ^^^■^^^'^i^e^A i.2g$}0a;t-c?g-a-u m 

8iDm®if^^3^-p}feiT^a (^7K^MRT-15^) -^nU^ff^Xs (ma&feb 
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"^-t^^ ^ K 20 mg 

fL«l 143.4 mg 

^^MWSlt 30 mg 

t l?D:^->rPb:;i/'b;VD— 6 mg 

;^7"TU>^x-^;^->'>A 0.6 mg 

200 mg 
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2. ^>nz^^imm'^m^m'r^i\j^ifi^ (i) 



mm 2 %m<Dnmm^mm(D^mRz^y^rcii±^m^io 

5. t:X^5^$>H3g^^Min;#ffi<^Wr'g.<b-^AS^ (II) 




(0 



W-N 



(II) 
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8. -NR='R*3E)S^ (III) 

-nQ^-r= (111) 

9. W*s^ (IV) 

^Yy°T^ (.V) 

wcr)]ytiy-()]yT^^^m.\^. ni {i 1-7 ®^m^^-r) -e^^tb-s^tr^xSai^ 

10. W*5^ (V) 




(^4»x R*'tttufBR''hl^#"efeDs nlaJiB&iBnl 2;|^^-^fe§) T-^^ti^St? 
feSM^(Dl5ffl5'-8®VN"rti*^lc:i3«CD#J^Eg<4^0©^R$StJf/tfett?^^Jo 

11. ni }&s 1 2 T^^MsRcDigffl 10 mma:>nm.m'&mm(D^mmi/^tz\± 

12. t;^^5'^>H3^^^*:|gJn;f^ffl<&:&r^<b^^i?; (VI) 
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ill 



HN. 



R'Uiymmi's /NPy>s T^^s -hOs i^T^. \^ < it^mmcois^mT 

13. b:^^5:> H3 ^^#:*gJn;ft^^wr^'ft:^>bs^D-^>rDfc:y h-^i^^m 

14. ^ > H3 g^#:*gfn;#M^^t-S4-^*s^S; (VIII) 



-R!^R- (VU) 
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g|CD^jKT;vdr;K b < mm^comMT'JVn ^i^, m.n% b < m¥W^(0 
-SO^-NR^R^ (^*, Rz*" 2it;t R2« li^n-etlBuiB R'^StJf R'^ H^t?^ S )s -L^-R^^ 

[^ft^s LMi^mi^^. f£M:7^;i'=¥i/>s fSMT;i/>ir-i/>, -s(0)-s 

-S(0)2-s -C(0)-s -C(=N0R2«)- (^4>. R^MiTKmM^^fcJiMT;^:^;!/^^^-) 

o|^l^TT•^^ 2iffi®atfc(*^^nT'; 1^>^^U mii^^s ^^i^^s MM 
iSimTju^u>. jm.-r)\/^=-\^iy. -C(0)-s -C(=N0R2««)- R'^Jd:tu 
IBR'^^l^^-e^^) SfeJi-NCR'"*)- (sCcfis R"''«ilffBR2^^ima-^fe§) <^^bs 
R^JiB&f3R^i:I^I^T?fe«] <&^bs R"s R*«s R"Z5:t;f R^©a T^^i>:fe< 

-M^" (^|^'^ L2;arjf R25ji^tL^tLBuiBi:i^^t?fe^) ^fcji-L^-M^* {^^^ 

L\ L*WR^«^tL-?nHul3i:l^^"?!fe^) <&^U 

Mil*)b<J*^^fim©^Mr;i/:3p;K sm*)b<{*^miicD^£mT;vn^r 

$/^ -NR^n'"* (^41 R^'^srjf R** it^fi^fimm i'^rxj^ r'^ i;iqi^T-$)^)s 
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15. bX^ ^ > H3 ^^immm^mr^iti-^ifi^ (Vllla) 




16. ^ > H3 ^^f*:|gJrCf^Jl^Wr^Yb^As^ (IX) 




Q^'til^^s -C(0)-s -C(S)-s -CHz-s -S02-^;fe{*-C(=NR='')- (5*145^ R"ii7jc^M^. 

R*^ i&mT)v^)v: m^T)\/:2:^->^ 

mmcD T V - )v ^ ^ s sm4)b<}±^^em©itm^*sfei* 

fciigm^) b < i*^mm©^£.mT;v^;v%^u R'^ Zfet)? R^ 
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1g^3l*;v3t?-;K ^^r;v*y'f;v. lg^:^:^;v:^-;K sm%b<«^^sm 

©ru gm*) b < \±wmm<D^mmm.mm^iif^\±m.^^ b < ji^NamcDSi 

R^s R'^Z^y^R^Ji|5l-^fca^:feoT7kmjP^**:iifaSi7';i/=3p;i/^^-r3 T-^ 
^ (XI) 



^ (XII) 



^&^tcit^ (XIII) 



(^*xQ*';Rl5R^{i^ti^n0uSBQ*^2S^tJfR^''i:I^SITfe«)T^^ns^^^U 
ISSMi^^s -S(0)-s -S(0)2-*fc^i-C=C-^^bs 
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;k 5f#i^^^?!3;i/7t?-;Vs ^mtm.mm^)^^--)i^. Bi^*b<t*0^amcDis 

^ -CHR«*-OR'"'' (^cj^. R«Mi7jc^M^s ^m.7}V^}Vs m^TJV^JV. m^J^Jl' 
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by the description in the meaning within PCT Article 6 and disclosed 
therein in the meaning within PCT Article 5. 

Even though the common technical knowledge at the point of the 
application is taken into consideration, the scope of ^^a compound having 
antagonism to histamine H3 receptor" cannot be specified. Thus, claim 
1 does not comply with the requirement of clearness in the meaning within 
PCT Article 6 too. 
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^^a compound having antagonism to histamine H3 receptor" and ^^neuropathic 
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active ingredient. Claims 4, 11, 13, 15, 17, 18 and 20 were completely 
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Farzin D. et al. , Rodent antinociception following acute 
treatment with different histamine receptor agonist and 
antagonist. Pharmacology, Biochemistry and Behavior, Vol. 72, 
2002, p. 751-760 
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WO 20 0 2/0 1 3 8 2 1 Al (^]) TTiy^ - 4 1^=^—^^ 
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